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Primary or Metastasis?
The recent trend of 
distinguishing independent 
primary cancers from metastases 
through the examination 
of somatic mutations in 
tumors prompted Orlow 
and colleagues to compare, 
using 26 highly polymorphic 
markers, the mutational 
profiles of pairs of predicted 
primary melanomas from 19 
patients. This molecular analysis 
confirmed that the tumors were 
indeed correctly diagnosed 
as primary melanomas on 
the basis of clinical and 
pathological characteristics. 
This determination is clinically 
relevant because new primary 
melanomas are managed 
differently than metastatic 
disease, which is seldom curable. 
See page 1972
Genetic Variation  
in Sarcoidosis
The multisystemic inflammatory 
disorder sarcoidosis exhibits 
variability according to race 
and gender. In particular, 
Löfgren’s syndrome—defined 
as sarcoidosis with erythema 
nodosum (EN) and bilateral hilar 
lymphadenopathy—has been 
linked with single-nucleotide 
polymorphisms (SNPs) in the 
HLA-DRB1/LTA/TNF locus. 
McDougal and colleagues found 
that one SNP in this locus was 
associated with EN in Caucasian 
sarcoidosis patients and that 
another was associated with EN 
in female Caucasian sarcoidosis 
patients. Because the genes 
encoded by this locus are 
regulated, in part, by estradiol, 
these results may explain the 
higher rate of EN in women.  
See page 1921
Allergen Uptake
Airborne antigens encounter both skin and respi-
ratory tract epithelial cells; however, little is 
known about direct allergen uptake by these cell 
types. Blume and colleagues demonstrated a dis-
tinct difference in uptake of timothy grass pollen 
between keratinocytes and respiratory epithelial 
cells. In respiratory cells the allergens localized 
to nonlysosomal intracellular vesicles, whereas 
in keratinocytes the allergens localized to lyso-
somes and were not released by exocytosis. In 
addition, in support of the atopic march hypoth-
esis, tissue exhibiting chronic atopic eczema was 
more prone to allergen uptake and sensitization 
to environmental allergens. See page 1935
Uncovering Woolly Hair
Autosomal-recessive woolly hair (ARWH) is a 
hair shaft anomaly caused by mutations in the 
P2RY5 or lipase H (LIPH) genes. In a study of 
two Guyanese families with ARWH, Shimomura 
and colleagues unearthed mutations in the 
LIPH gene: compound heterozygous mutations 
in one family and a homozygous deletion in the 
other. A common founder for these mutations 
and those identified previously in a Pakistani 
family was suggested by haplotype analysis. 
Because the families in the study had recently 
emigrated from India to Guyana, these chromo-
somes may indeed have a common source. The 
clinical features of patients with mutations in P2RY5 or LIPH are indistinguishable, 
implicating the lysophosphatidic acid pathway in hair growth. See page 1927
Stressed Out
Although as many as 88% of psor iasis 
patients assert a causal relationship between 
stress and disease symptoms, no evidence 
for a prospective relationship between 
the two has been described. Verhoeven 
and colleagues examined the correlation 
between reported daily stressors and dis-
ease severity (using the Psoriasis Area and 
Severity index) and itch impact on daily 
life in 62 psoriasis patients over the course 
of 6 months. Relatively high levels of daily 
stressors influenced the course of this 
chronic inflammatory disease, as evidenced by greater reported itch and more severe 
disease symptoms concurrent with the highest levels of daily stressors. Clinicians 
should therefore be mindful of patients reporting a particularly stressful period. 
See page 2075
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